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STATE-OF-THE-ART PAPER STATE-OF-THE-ART PAPER793Inappropriate Sinus TachycardiaBrian Olshansky, Renee M. Sullivan
Inappropriate sinus tachycardia (IST) is a syndrome in which the sinus heart rate is
inexplicably faster than expected and associated symptoms are present. Minimal activity
accelerates the rate rapidly and substantially. Olshansky and Sullivan explore the
pathophysiology of IST and management strategies. The mechanisms responsible for IST are
incompletely understood. IST must be distinguished from “appropriate” sinus tachycardia and
from Postural Orthostatic Tachycardia Syndrome, with which overlap may occur. As the
long-term outcome appears benign, treatment may be unnecessary or be as simple as physical
training. Rarely, and only for patients with intolerable symptoms, catheter or surgically based
right atrial/sinus node modification may be helpful. Overtreatment, in an attempt to reduce
symptoms, can be difficult to avoid, but is discouraged.SPECIAL ARTICLE SPECIAL ARTICLE802History of the German Cardiac Society and the American College of CardiologyBerndt Luderitz, David R. Holmes, Jr, John Harold
The German Cardiac Society was founded in 1927 in Germany by Bruno Kisch and Arthur
Weber with the active support of Franz Groedel. Kisch and Groedel later emigrated to New
York fleeing the Nazis-terror and in 1949 founded the American College of Cardiology. The
founding statutes of both societies are the same, word by word. This article explores the
comingled history and future of these two organizations.(continued on page A-23)





808ercutaneous Coronary Intervention Versus
Coronary Bypass Surgery in U.S. Veterans With DiabetesMasoor Kamalesh, Thomas G. Sharp, X. Charlene Tang, Kendrick Shunk, Herbert B. Ward, James Walsh,
Spencer King III, Cindy Colling, Thomas Moritz, Kevin Stroupe, Domenic Reda, for the VA CARDS
Investigators
In a prospective, multicenter study the Veterans Affairs Coronary Artery Revascularization in
Diabetes Study (VA CARDS) Investigators randomly assigned 198 eligible diabetic subjects
with severe coronary artery disease to either coronary bypass surgery (CABG,) or
percutaneous coronary intervention (PCI) with drug-eluting stents. The primary outcome
measure was a composite of nonfatal myocardial infarction or death, but enrollment was
slower than expected and the study was underpowered for its primary endpoint, which
showed no significant difference. However, at a mean follow-up of 2 years, all-cause mortality
was 5.0% for CABG and 21% for PCI (hazard ratio [HR]  0.30) while the risk of nonfatal
yocardial infarction was 15.0% for CABG and 6.2% for PCI (HR  3.32), both of which
ere statistically significantly different. These results show interesting variations in the
omponents of the primary endpoint, but the authors caution that because the confidence
ntervals are very large, the findings must be viewed as hypothesis-generating only.ditorial Comment: Stephen G. Ellis, p. 817HEART FAILURE820Worse Outcomes With Higher Glucose Levels for CHF PatientsAlexandre Mebazaa, Etienne Gayat, Johan Lassus, Taly Meas, Christian Mueller, Aldo Maggioni,
Frank Peacock, Jindrich Spinar, Veli-Pekka Harjola, Roland van Kimmenade, Atul Pathak, Thomas Mueller,
Luigi Tavazzi, Salvatore diSomma, Marco Metra, Domingo Pascual-Figal, Said Laribi, Damien Logeart,
Semir Nouira, Naoki Sato, Jiri Parenica, Nicolas Deye, Riadh Boukef, Corinne Collet, Greet Van den Berghe,
Alain Cohen-Solal, James L. Januzzi, Jr. for the GREAT Network
Mebazaa and colleagues investigated the short-term prognostic impact of hyperglycemia in
patients presenting with acute heart failure (AHF). In a total of 6,212 subjects with AHF in a
multinational cohort, 41% had prior diabetes mellitus (DM). Compared to survivors, decedents
had significantly higher median blood glucose concentrations. In the fully-adjusted model, an
elevated blood glucose was an independent predictor of 30-day mortality (odds ratio [OR] 
2.19). Among patients with AHF, blood glucose concentrations at presentation are powerfully
prognostic for 30-day death, independent of a diagnosis of DM or other clinical variables.(continued on page A-26)
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830imilar Outcomes Between Edwards SAPIEN
and Medtronic CoreValve Revalving SystemsAlaide Chieffo, Gill Louise Buchanan, Nicolas M. Van Mieghem, Didier Tchetche, Nicolas Dumonteil,
Azeem Latib, Robert M. A. van der Boon, Olivier Vahdat, Bertrand Marcheix, Bruno Farah,
Patrick W. Serruys, Jean Fajadet, Didier Carriè, Peter P. T. de Jaegere, Antonio Colombo
The PRAGMATIC Plus Initiative compared outcomes following transfemoral transcatheter
aortic valve implantation (TAVI) between Medtronic CoreValve (MCV) (Medtronic Inc.,
Minneapolis, Minnesota) and Edwards SAPIEN/SAPIEN XT (ESV) (Edwards Lifesciences,
Irvine, California). The databases of 4 experienced European centers were pooled and propensity
matching was used to compare outcomes for patients with similarly sized sheaths. At 30-days,
there were no differences in all-cause mortality, cardiovascular mortality, myocardial infarction,
stroke, device success, or vascular complications. MCV was associated with more permanent
pacemaker implantation (22% vs. 5.9%). At 1-year, there were no differences in all-cause or
cardiovascular mortality. These results suggest similar outcomes for MCV and ESV except for the
higher risk of requiring permanent pacemaker with the MCV system.HEART VALVE DISEASE837Coronary Artery Disease and Outcomes of Aortic Valve ReplacementJocelyn M. Beach, Tomislav Mihaljevic, Lars G. Svensson, Jeevanantham Rajeswaran, Thomas Marwick,
Brian Griffin, Douglas R. Johnston, Joseph F. Sabik III, Eugene H. Blackstone
Beach and colleagues sought to determine the effect of coronary artery disease (CAD) and
coronary artery bypass grafting (CABG) on outcomes for subjects undergoing aortic valve
replacement (AVR). A propensity score was developed and used for matched comparisons of
outcomes from nearly 4,000 patients who underwent AVRCABG or AVR alone. Hospital
morbidity and long-term survival were poorer for AVRCABG (43% vs. 59% at 10 years).
Early risk among ASCAD patients reflected effects of CAD; late risk was associated with
diastolic left ventricular dysfunction. Cardiovascular risk factors and comorbidities must be
considered in managing patients with severe AS.
Editorial Comment: Linda Pape, Samuel Joffe, p. 849(continued on page A-27)
FEBRUARY 26, 2013 (continued) A-27HEART RHYTHM DISORDERS852AF Creates a Prothrombotic Milieu in the Left AtriumHan S. Lim, Scott R. Willoughby, Carlee Schultz, Cheryl Gan, Muayad Alasady, Dennis H. Lau,
Darryl P. Leong, Anthony G. Brooks, Glenn D. Young, Peter M. Kistler, Jonathan M. Kalman,
Matthew I. Worthley, Prashanthan Sanders
Although atrial fibrillation (AF) is known to increase the risk of thromboembolism, the exact
mechanisms remain poorly understood. Willoughby and colleagues assessed the effect of atrial
fibrillation (AF) on atrial thrombogenesis. A total of 55 patients with AF undergoing catheter
ablation in sinus rhythm were studied; 20 patients were induced into AF, 20 patients atrial-
paced at 150 bpm, and 15 were controls. Blood samples were taken from the left atrium
(LA), right atrium, and femoral vein. Platelet activation increased significantly with both AF
and atrial pacing. Thrombin generation increased specifically in the LA compared to the
periphery. These results show that rapid atrial rates and AF both result in locally increased
platelet activation and thrombin generation.Editorial Comment: Andrew D. Blann, Gregory Y. H. Lip, p. 861HEART RHYTHM DISORDERS863Frequency of Early Repolarization Decreases With AgeJoseph A. Walsh III, Leonard Ilkhanoff, Elsayed Z. Soliman, Ronald Prineas, Kiang Liu, Hongyan Ning,
Donald M. Lloyd-Jones
Walsh and colleagues used data from the long-term CARDIA (Coronary Artery Risk
Development in Young Adults) Cohort to determine the natural history of early
repolarization (ER). At baseline, 19% of the young participants had definite ER, but only
4.7% of participants at the year 20 examination still demonstrated ER. Younger age, black
race, male, longer exercise duration, and lower body mass index, heart rate, QT index, and
Cornell voltage were associated with the presence of ER. These results show that the
prevalence of ER is significantly higher than previous estimates among asymptomatic young
adults and the majority of ER regresses by middle age.
Editorial Comment: Federico Lombardi, p. 870(continued on page A-28)






872lopidogrel Pharmacokinetics and Pharmacodynamics
Vary Widely Despite Exclusion of Known MechanismsAndrew L. Frelinger III, Deepak L. Bhatt, Ronald D. Lee, Darcy J. Mulford, Jingtao Wu, Sai Nudurupati,
Anu Nigam, Michael Lampa, Julie K. Brooks, Marc R. Barnard, Alan D. Michelson
Frelinger and colleagues sought to determine what factors account for the variability in
clopidogrel pharmacokinetics and pharmacodynamics. A total of 160 healthy subjects who
were homozygous CYP2C19 extensive metabolizers and were taking no nicotine, prescription,
r over-the-counter drugs received clopidogrel for 9 days. At steady-state, clopidogrel active
etabolite pharmacokinetics varied widely between subjects. There was also wide variability in
harmacodynamic endpoints of platelet inhibition using 3 different assays. All identified
actors together accounted for only 18% of inter-subject variation in pharmacokinetic
arameters and 32% to 64% of intersubject variation in the platelet inhibition assays. These
esults show that as yet unidentified factors contribute to high on-treatment platelet reactivity.EXPEDITED PUBLICATIONS EXPEDITED PUBLICATIONS880Meta-Analysis of CCTA in the ED: Similar Outcomes, Reduced Length of StayEdward Hulten, Christopher Pickett, Marcio Sommer Bittencourt, Todd C. Villines, Sara Petrillo,
Marcelo F. Di Carli, Ron Blankstein
Hulten and colleagues performed a systematic review and meta-analysis of randomized
controlled trials (RCT) of coronary CT angiography (CCTA) versus usual care (UC) triage
of acute chest pain in the Emergency department (ED). Four RCT were included with over
4,000 subjects. There were no deaths, and no difference in myocardial infarction, post-
discharge ED visits, or post-discharge re-hospitalizations. All studies reported decreased
length of stay (LOS) with CCTA and 3 reported cost-savings. There were 2% absolute
higher rates of invasive coronary angiography (ICA) and coronary revascularization with
CCTA. In comparison to UC, the use of CCTA in the ED is associated with decreased ED
cost and LOS but increased ICA and revascularization.Editorial Comment: Wm. G. Weigold, p. 893
